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ATnendmep ts to the Claims: • 

This listing of claims will replace aU prior versions and listings of claims in the appUcation. 

! 

l ictinf . of Claims: I 
1. (currently amended) A method oftreating a nitric oxide (NO) associated disorder in a 
mammal, wherein the disorder is hypertension, 4i*etes; thrombosis, angin^ atherosclerosis, or 
heart failure, comprising admiiiistering to said mammal an effective amount of VEGF receptor 
agonist that exhibits selective binding affinity for a KDR receptor and iTidJ.es NO production in 
the mammal, wherein the agonist comprises a VEGF variant having: i 

fl^ one or mnrft amino aHri snhstitntions at or betwee n r esi due s Fl 7 to Y25 ; and 
one or more amino acid substitutions m a loop oontainins F^T 1 contact rosiduco 

y^f^7 ^ nnrl -Cfilat nr TiRtween resiHiift<! Dfi^i tO E67: ^ 

wherein a ad-the binding affmity of the agonist for FLT-1 receptor is reduced as compared 
to the binding affinity of native VEGF for FLT-1 receptor. I 

2-7. (canceled) | 

8. (original) The method of claim 1 wherein said mammal is a humaii. 

9. (canceled) 

10. (previously presented) The method of claim 1 wherein said effective amount of VEGF 
receptor agonist enhances nitric oxide production in said mammal. 

11-13. (canceled) 

j . 

14. (currently amended) A method of stimulating sustained production of endogenous NO m 
an endothelial cell, comprising exposing the endotheUal cell to an effectivjs amount of a VEGF 
receptor agonist that exhibits selective binding afifinity for a KDR receptof and induces up- 
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regulation of NO synthase (eNOS) in the endothelial cell, wherein the agonikt comprises a VEGF 
variant having one or more amino acid substitutions in a loop containing FLjT- 1 contact residues 
D63, E64. and i=^7 ^h^^in one or ^n^r. nf r^.idues G65 or L66 are substitutgland the binding 
affiidty of the agonist for FLT-l receptor is reduced as compared to the bincjing affinity of native 
VEGF for FLT-l receptor. 

15. (canceled) 1 

I 

16. (curreutly amended) The method of claim 4414. wherein the VEGlj v;irianl comprises 
one or more amino acid substitutions at or between positions 17 to 25 of th? native VEGF 
sequence (SEQ ID NO: 4). 

i 

17. (withdrawn) The method of claim 16, wherein in VEGF variant co^rises at least the 
following amino acid substitutions: MI8E, Y2IL, Q22R and Y25S. : 

I 

18- (canceled) : 

I 

19, (currently amended) The method of claim 4#14, wherein the amincp acid substitution(s) 
comprises D63 S, G65M, or L66R. \ 

20-22. (canceled) i 

I 

I 

23. (currently amended) The method of claim 33L wherein the aminojacid substimtion(s) 
comprises D63S, G65M, or L66R. 

24. (previously presented) The meAod of claim 23. wherein the amino acid substinitions 
comprise D63S, G65M, and L66R. 

25. (previously presented) The method of claim 19, wherein the aminfj add substitutions 
comprise D63S, G65M, and L66R. : 

I 

i 
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26. (canceled) | 

27. (currently amended) The method of claim 561, wherein fte ^o ujid GubGtiui rion^s) 
eoB^dse^n^ or more of omino acid oubu t ltutioii(D) at poaitio Ti nr esidugaii^^ Q22, or Y25 
are substituted - 

28. (currently amended) The method of claim 3627, wherein the amino! acid substitntton(s) 
comprises one or more of Ml 8E, Y21L, Q22R. or Y25S- 

29. (previously presented) The method of clahn 28, wherein the aminojacid substitutions 
comprise M18E, Y21L, Q22R, and Y25S. j 

30. (currently amended) The melhod of claim 3627, wherein the WBOk variant comprises 
one of the following combinations of amino acid substitutions: 

(a) Ml8E,D63S,G65M,andL66R; | 

(b) Y21L, D63S, G65M, and L66R; 

(c) Q22R, D63S, G65M, and L66R; i 

(d) Y25S, D63S, G65M. and L66I^ ; 

(e) M18E, Y21L> D63S, G65M. and L66R; j 
(t) Ml8E,Q22R,D63S,G65M.andL66R; i 

(g) Ml 8E, Y25S, D63S, G65M, and L66R; ; 

(h) Y21L, Q22R, D63S, G65M, and L66R; 

(i) Y21L,Y25S,D63S,G65M,andL66R; 

(i) Q22R, Y25S, D63S, G65M, and L66R; | 

(k) M18E,Y21L,Q22R,D63S,G65M,andL66R; | 

(1) M18E,Q22F,Y25S.D63S,G65M,andL66R; | 

(m) Y21L, Q22R, Y25S, D63S, G65M, and L66^ \ 

(n) M18E. Y21L, Q22R, Y25S, and D63S; \ 

(o) M18E, Y21L, Q22R, Y25S, and G65M; | 

(p) MI 8E, Y21L, Q22R, Y25S, and L66R; \ 



Page 4 of 10 • 

PAGE 6/27'RCVDAT5n54:16:33PM [Eastern DayGgl]tTime]'SVR:USPTO{Fm 



05-24-05 



14:13 



FROkl^Merchant A Gould 



6123329081 



T-081 P. 007/027 F 



i 



I 



Application Serial No. 09^00,806 
Anoendinent dated May 24, 2005 
Reply to Office Action of February 24, 2005 

(q) M18E, Y21L, Q22R, Y25S, D63S. and G65M; 

(r) Ml8E,Y21L,Q22R,Y25S,D63S,andL66R; ^ 

(s) M18E, Y21 U Q22R, Y25S, G65M. and L66R; or i 
(t) M18E,Y2lL,Q22R,Y25S.D63S,G65M.andL66R[ 

31. (withdrawn) The method of claim 16, wherein the VEGF variant c4ni>rises one of the 

following combinations of amino acid substihitions: ' 

(a) Ml 8E, D63S, G65M, and L66R; ! 

(b) Y21L. D63S, G65M, and L66R; j 

(c) Q22R. D63S. G65M, and L66R; 

(d) Y25S, D63S, G65M, and L66R; j 

(e) Ml 8E, Y2 IL, D63S, G65M, and L66R; 

(f) Ml 8E, Q22R, D63S, G65M, and L66R; 

(g) Ml 8E, Y25S, D63S, G65M. and L66R; 

(h) Y21L, Q22R, D63S, G65M, and L66R; , 

(i) Y2 IL. Y25S, D63S, G65M, and Lfi6R; I 
(j) Q22R, Y25S, D63S, G65M, and L66R; i 
(k) Ml8E,Y2lL,Q22R,D63S,G65M,andL66R; : 
(1) M18E,Q22R,Y25S,D63S,G65M,andL66R; | 
(m) Y21L, Q22R, Y25S, D63S, G65M, and L66R; \ 
(n) M18E,Y21L,Q22R,Y25S,andD63S; | 
(o) M18E, Y21L, Q22R. Y25S, and G65M; ! 
(p) M18E,Y2lL,Q22R,Y25S.andL66R; I 
(q) M18E.Y21L,Q22R,Y25S,D63S.andG65M; \ 
(r) Ml8E,Y21L,Q22R,Y25S,D63S,andL66R; 
(s) M18E,Y21L,Q22R,Y25S,G65M,andL66R;or ! 
(t) M18E, Y21L, Q22R, Y25S, D63S, G65M, and L6^ 



32. (new) A method of treating a nitric oxide (NO) associated disord^ in a mammal, 
wherein the disorder is hypertension, toombosis, angina, aAerosclerosis, jor heart failure, 

1 
1 

i 
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comprising administering to said mammal an eflfective amount of VEGF recjeptor agonist that 
exhibits selective binding aiBnity for a KDR receptor, wberein the agonist comprises a VEGF 
variant having two or more amino acid substitutions in a loop containing Filial contact residues 
D63, E64, and E67. wherein one or more of residues G65 or L66 are substitjited and the binding 
affinity of the agonist for FLT-1 receptor is reduced as compared to the bin«^ing affinity of native 
VEGF fox FLT-1 receptor. ! 

i 

33 . (new) The method of claim 32, wherein the amino acid substitutioi^ comprises D63S, 
G65M, or L66R. 

34. (new) The method of claim 33, wherein the ammo acid substimtiorj ctimprises D63S, 
G65M, and L66R. ' 

35. (new) The method of claim 14, wherein upregulation of eNOS is sijistained for more than 

24houiS- j 

i 

36. (new) The method of claim 14, wherein upregulation of eNOS is sustained for at least 2 
days. 

37. (new) The method of claim 14, wherein upregulation of eNOS is sjusiained for at least 3 

I 

days. J 

38. (new) The method of claim 14. wherein upregulation of eNOS is ^usiained for al least 4 
days, I 

39. (new) The method of claim 1, wherein NO production is sustained for more than 24 

I 

houi^. 

. j 

40. (new) The method of claim 1, wherein NO production is sustained fur at least 2 days- 
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41. 



(new) The method of claim 14, wherein NO production is sustained|for at least 3 days. 



42. (new) The method of claim 14, whereinijpregulation of eNOS is sustained for at least 4 
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